LABELING



angioLINK

Vascular Closure System

Instructions for Use



IMPORTANT!

This booklet is designed to assist in using the EVS ™ Vascular Closure System. It is not a refercoce
to surgical techniques. To ensure proper use of this device and to prevent injury to patients, read all
information contained in these instructions for use. ’

CAUTION:

Federal law (USA) restricts this device to sale by or on the order of a physician.

FOR SINGLE USE ONLY; DO NOT RE-STERILIZE OR REUSE THIS DEVICE,

INDICATIONS FOR USE

The EVS™ Vascular Closure System is indicated for “Percutaneous Femoral Artery
Approximation”. The EVS™ Vascular Closure System is also indicated to reduce time to
hemostasis at a femoral puncture site and to rcduce time to ambulation for patients undergoing
diagnostic or interventional catheterization procedures using 6 - 8 French procedural sheaths.

CONTRAINDICATIONS:
There are no known contraindications for the EVS™ Vascular Closure System.

DEVICE DESCRIPTION

The EVS™ Vascular Clasure System is designed to deliver a titanium staple to close 6Fr. - 8Fr.
artery puncture sites following diagnostic or interventional procedures.

The staple material is radiopaque,

This device achieves hemostasis by mechanical means of approximating the arteriotomy end to end,
and then delivering an extraluminal staple to effect the repair of the arteriotomy.
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HOW SUPPLIED

Inq;t:dus. one (1) introducer with intograted veasel stabilizers and dilator, campatible with .038 or smualier
guide-wires,

Includes one (1) stapler with one pre-loaded stapls.

Dilator l Infroducer l
<:‘::.!'P ) % 3 ! S ' H‘} :' ]
Number 2 Lever
Intmduc:jer Coltar
= Number 1 Lever
Bload Markingv Hole | Number4 Lever \
on Revarse Side and Indicator
Number 3 Lever
(Exposed when Number
- 2 Lewverls advanced)
Stapler

Staple

Staple Pratector
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WARNINGS

® Do not use to close arteriotomies created through a vascular graft.

& Avoid use of the EVS™ Vascular Closure System if bacterial contamination of the sheath or
surrounding tissue may have occurred.

® Do not use in ischemic or necrotic tissue because it could tear the vessel.

PRECAUTIONS

® Do not use if package is damaged or any portion of the package has boen previously opened.

® Do notuse if the iterns in the package appear to be damaged ot defective in any way,

& The EVS™ s to be used only by a trained, licensed physician or healthcare professional.

# [fapatienthas bada procedural sheath left in place for longer than 8 hours, consideration should be

givento the use of prophylactic antibiotics prior to utilizing the EVS™ Vascular Closure System.

When a venous sheath has been placed in the same leg as the arterial sheath, the venous sheath should

beremoved and hemostasis obtained prior to use of the EVS™ Vascular Closure System.

@ The stapler handle levers must be squeezed together firmly as far as they will go or the staple
may not be fully released from the device. Failure to squeeze the lever of the stapler completely
can result in the misfiring of the staple and incomplete releasc of the vessel wall by the
introducer. ‘

® TInspect the access site to ensure proper application. If hemostasis is not achieved after
application, apply compression for two (2) minutes.

® Use conventional compression methods in the event bleeding from the femoral access site
persists after the use of the EVS™ Vascular Closure System. '

& The location of the staple should be verified using flouroscopy, if in question.

& Do not re-sterilize or reuse this product; it is intended for a SINGLE USE ONLY.

Before considering discharge, assess the patient for the following clinical coaditions:

Conscious sedation

Unstable cardiac status

Hematoma at the closute site

Hypotension

Pain while walking

Bleeding at the closure site

Any co-morbid condition requiring observation

e Ceoeace

The preseuce of the abave factors has generally led to deferral of discharge recommendations.
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SPECIAL PATIENT POPULATIONS

The safety and cHectivenass of using the BVS™ Vascular Closurc System has not been established
in the following patient populations:

L
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Patients who are < 18 or = 80 years of nge.

Patients with pre-existing autoimmune disease. .

Patients with a history of bleeding disovder/platelet disorder such as Von Willebrand's discase or
hemophilia.

Presence of bilateral chironic ischomia identified by bilateral clandication and significant
atherosclerotic discase at the site of, or immediately adjacent to the site of, sheath insertion as
determined by screening femoral angiopraphy.

Patients wndergoing thrombolytic therapy administered 24 houts prior to the catheterization
procedure. .

Patients having previous femoral vascular surgery at the targeted site.

Patients with a stent placed in the vicinity of the arterial puncture site.

Patient with pre-existing arterio-venous fistula at targeted sire.

Patients with pre-cxisting non-cardiac systemic disease or terminal illness.

Patients with pre-existing systemic or cutaneous infection.

Patients with pre-existing ipsilateral groin hematoma.

Patients that could not be accessed with a standard needle (i.c., Seldinger needle).

Patients with failed single wall arterial puncture,

Paticats with bleeding around shesth prior to sheath removal.

Patients with abseat pedal pulses of either extremity.

Patients with tortuous vascular anatomy with greater than 907 bends.

Patients experiencing cardiogenic shock during or immediately post-procedure.

Paticnts with procedural usage of Angiomax™ aaticoagulant therapy.

Patients undergoing catheterization procedurcs using < 6Fr. and > 8Fr. procedural sheaths.

ARTERIAL PUNCTURE CONSIDERATIONS

Percutaneously puncture the anterior wall of the common femoral artery, superficial
femoral artery, or profundus femeral artery optimizing placement below the inguinal
ligament at an angle of approximately 45 degrees.
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ADVERSE EVENTS

The EVS™ Vascular Clogure Systems was evaluated in a pivotal, prospective, multi-center, open-label,
randomized study involving 362 patients. The EVS™ Vascular Closure System was sonipared to.manual
compresion mothods following interventional and diagnostio cardise and peripberal vascular provediros
with 8 Fror smaller sheath gizex. OF tho 362 randomized patictits, 243 (67%6) werv randomized to the
EVS™ Vascular Closure System and 119 (33%) were randomized to manuat compreasion. Randamized
EVE™ pationty were approximately svenly divided betwoen the procedure groups: 118 (49%) had-
interventionsl procedures and 125 (51%) had diagnortic pracedures.

Patienta who were randomized to the KVE™ davice were askad to ambulate at pre get time intervals after

the dlasnatic/interventional nmtﬁ 1se was cominlsts, EVITK ﬁnhanh withaut Th/ATe inhibitor ware

Wwwiewas vV e

smbulated at 1 hour whﬂepatxmhwkhub/!ﬂammm were unbulatcdalzbom

The study was degigned to detect a difference in the observed sumulative incidonco of major
conplications ot 30 days. Assuming s 3% cumudative major compfication rate for matmsal compression,
the study was designed to rule out 2 $% higher major complication cate for the randomized EVE™ gronp.
Thy sample size was adequats to zule out & 3% EVS™ Jigadvantage using & 95% upper confidenca
bound.

The EVE™ device demonstrated gafoty. By Day 30, s eumuiativs toial of 1 (0.4%4) major complication
was reported for randomizad patients who received EVS™ compared to 3 (2.5%) major complications in
the manual compresgion patients.

Minor cemplication rates were similar between randomized EVE™ end mapual compression paticnts
(8.7% and 8.3%, respectively).
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Table 1: Cumulative Anticipated Major and Miror Complications (ITT Population)

Received BVS Received MC
(N=243) (N=119) Fusher's Exact
No. (%) of Patients | No.of | No.(%)of | Na.of | LestP-value!
Events Patients Events
Combined major reraplications at Day 30" 1 (0.4%) i 3{2.5%) 3 0.1058
Retropesitoneal bleeding 1 {0.4%) 1 1{0.8%) - 1 0.5500
Uncontrolled bleeding requiring wansfusion 0 (0.0%) 0 1(0.8%) | 1 03287
New ischemia in ipsilateral leg 0 (0.0%) 0 1 {(0.8%) 1 0.3287
Ut { guided compression for vascular 0 (0.0%) [} 0 (0.0%) 0
surgery
Vascular Surgery 0 (0.0%) [ 0 (0.0%)
Invaluminal staple delivery requiring 0 (0.0%) 1) 00.0%)
surgical intecvention
Groin related infection requiting IV 0 (0.0%) [} 8{0.0%) ¢
antibiotics or extended hospitalization
New significant neuropathy in ipsilatera 0 (D.0%) ] 0(0.0%) | [
lower extremity -
Total Vessel Occlusion 0(0.0%) 0 0(0.0%) 9
Combined minor complications at Day 3¢ 22(9.1%) 31 9(1.6%} 13 0.694!
u lfed bleeding not requising fo 3(1.2%) 3 3(L5%) 3 0.3992
Hematoma 26cm 9 (3.7%) 11 4 (3.4%) s 1.0000
Ecchymos:s >3mm 11 (4.5%) 1 S 4.2%) 5 1.0000
lawraluminal staple delivery not requiring suegical 1 (0A4%) I 0 (0.0%) 0 { 0000
intervention
Pseudoaneurysm not cequising treatment 3(12%) 3 0 (0.0%) [ 0.5538
Pseudoaneurysm requiring thrombin injection 2 (0.8%) 2 0(0.0%) o 1.0000
Fedal pulse diminished by 2 2 grades 0(0.0%) 0 0 (0.0%) o
Ipsilateral fower extremity arterial emboli 0 (0.0%) 1] 0 (0.0%) o
Ipsilateral deep vein thrombosis 0 (0.0%) o 0 (0.0%) 0
Access sile-celated vessel laceration 0 (0.0%) 1] G (0.0%) o
Access site wound debiscence Q0 (0.0%) v} 0 {0.0%) Q
Laocafizes access sute infection treated with 0 (0.0%) 0 0 (0.0%) 0
intramuscular or oral antibiolics
Arteciovenous fistula 0{0.0%) 0 0 {0.0%) 0
! Based on the comparison of the p ge of pati who exp d ratjor of wiaar complications

between the EVS and MC groups.
* The number of paticats with a major complication o a specific type of major complication is cqual ta the
aummber of major complication events, Bach patient only experienced a given major camplication once.
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CLINICAL TRIAL

The effoctivencas of the EVS™ Vascular Closurs System was evaluated using two primary endpoints: time
to hemantasis and tinic to aybhulstion. Time to hemostasis was defined as the tinie fron staple delivery to
the time total ceseation of blesding (including any oozing) was achieved, Tims to ambulation wss defined
as the time from stapls delivery to the time the patient stamds at badsids and walke no leag than 20'feet in
total distance.

Use of EVS™ significantly reduced tinis to hemostasis and amrbulation. The mean time to hemospasis was
4.4 minutes for rendomized EVS™ patients, compared to 20.7 minutes for manual compregsion patients.
’Ir&znm time to ambulation was 2.4 hiours for randomized EVS™ patisats compared to 6.0 hows for MC
p ts.
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Tuble 2: Descriptive St ics fur Effecti ([T Popututivn)
Randomized EVS Kandornized MC
{N=143) N=119) Povalue
Time Lo hemastasis {minutes) <0.0001"
N 222 1 l &
Mean (S0} 44 (4.1} 20.7 {8.0)
Median 30 200
Min-Max Range 00 -25.0 2.0-62.0
Tirae to ambulation (hours) <0001t
N Zi4 103
Mecan (SD) 24 (1)) 6.0¢5.2)
Median 1.3 4.6
Min-Max Range 0.8-242 29-445
‘(l::; t;) Eligible Hospitdl Dischaspe 0.5382"
N 2061 98
Moean (SD) 200 (3L.1) 181 (25 4)
Median RS 6.6
Min-Max Range LE-21 8 8.7~14s
;!::-:;:‘ Actual Hospital Discharge 0.2053'
N 225 i
Mean (SD) 13.0(35.8) 19.0(21.3)
Median i34 9.3
Min-Max Range 13- 3110 0.7 - 146.0
Time from end of procedure to <0.0004'
device deplaymient (minutes)
N 243 118
Mean (SD) 7.9 (214 T6.7{110.5)
Median 60 22.3
Min-Max Range 0.0-330.0 0.0-723.0
Time from sheath remaval to device <0.0004"
deployment {miaotes)
N 243} 1y
Meaa (SD) 13212 062(09)
Median [ X4 0.0
Min-Max Range -20- 160 06-60
! p-valuc based om an unpaired t-tes( " panng randomized EVS and MC subjects.
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Table 3: Descriptive Statistics for Effectiveness in Subjecis Undergaing Diagnostic and Interventional

Procedures ([TT Population)
D""dg'mﬁﬁc Diagnostic Interventional Interventional
R""E"’V“"""s Randomized | P-value | Randomized BVS | Randomized MC | P-value
(N=125) MC (N=63) (N=118) . (N=56)
Time to hemostasis <0.0001" <0.0001"
(minutes)
N 116 63 106 53
Mean (SD) 33(26) 193(5.7) 55(.1) C 223099
Median 25 20.0 40 200
Min-Max Range | 0.0-15.0 2.0-430 0.0 -25.0 2.0 -62.0
Time to ambulation <0.0001" 0.0004"
(hours)
N 112 55 102 48
Mcean (SD) 1.5(1.1) 4.7 (2.2) 34(4.5) 7.6 (7.0)
Median 1.2 43 20 56
Min-Max Range .08-76 29-200 09242 34445
" Time to Eligible
Hospital Discharge D.8561" 0.2137
(hours)
N 102 57 101 41
Mean (8D) 15.4 (36.4) 16.5 (29.6) 24.9(23.8) 20.3 (18.0)
Medizn 4.5 58 19.7 17.0
Min-Max Range | £4-2718 | 07-1415 14-1473 1.5-79.1
Time to Actual .
Hospital Discharge 0.4587 0.2232
(bours)
N 113 58 12 52
Mean (SD) 19.9 (46.1) 159249 26.2 (20.4) 22.6(15.8)
Median 5.6 6.6 2138 209
Min-Max Range 1.3-3110 0.7- 1460 21-1194 4.7 -74.7

p-value based on an unpaired t-test comparing randomized EVS and MC subjects.
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Table 4. Kaplan-Meier Estimates of Patients Adtievw&f!ectivmax Egz‘eoiwm

Randomtzed EVS Randomized MC
En dpnh" Post-Prucedure (N=243) i ‘N” 19
Time Interva) No. % No. % .
Achieving - Achieving Log Rank
Endpoiat ‘Eudpoint P-valoe
Time to hemostaiis (minntes) o <0.0001
< min -1 40 16.54% 0 0.00% -
S5 min 167 T1.55% 2 1.69%
<10 min 208 89.65% 7 593%
<15 min 216 93.57% 22 18.64%
< 20 min 218 94,70% 89 75.42%
Time to ambulation (hours) . <0.0001
<ihr s 14.77% 0 0%
<2 howw 156 66.30% ) 0%
<3 hours 1R4 18T% 1 0.99%
<4 hours 194 83.24% 20 17.70%
<5 howes 197 B4.63% 68 60.18%
Timne to eligible hospital discharge (hours) 0.5517
< lhs 0 0% ) 0.85%
<2 hours 16 6.78% 2 1.69%
<3 hours 26 11ol% 4 31.39%
<4 hours 50 21.23% ) 6.78%
<5 hours 67 28 53% 29 2523%
< 10 hours 105 45.10% 56 49.27%
<24 hours 161 71.06% ) 74.01%
Time to actual hospital discharge (hours) 0.7301
i 0 % 1 0.84%:
<2 hovuss _133'1{ 1 ) C.84%
< 3 hours 19 1.93% i 0.84%
<4 hours s 14.66% 2 1.60%
<5 howrs 58 24.13% 19 16.46%
< 10 iours 109 45.77% 56 48.66%
<24 hows 162 68.86% 8% 74.63%
El0
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Rates of devicw failure and operator error wars low, Thore wern 2 (0,8%) mndomized EVE™ paticuls who
expericaced a device failure and 7 (2.9%) randomizod EVS™ patients who expericnced an operator emror.
The procedural suecess rate (the porcentags of patients achieving huenostasiz within 20 rimtes minus the
percentage with any major complivations) was significantly bigher i randomized EVS™ patients (34.4%)
vompared to manual compression (72.9%). EVS™ canld be readily deployed withowt evidence of an
investigator leaming qurve. Satisfiactory punchire site healing at 30 days was echieved by 98.8% of
randomized EVS™ pationts and 56.6% of marual compregsion patients.

The majority of investigators reparted that the uae of the EVE™ was eagier o as easy to use a3 other )
marketed devices, and that they had no difficulty or insignificant difficalty with the devics set-up, operation,

deployment, and function,
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Table 5: Overall Performance of Device for all Sites ITT Population).

. Randomized EVS Randomized MC .
. : p-value
(N=243) (N=119)
Procedural success ) 0.0001
Life-table estimate of hemostasis 94.7% {218] 754% t89]
within 20 minutes {[number of
subjects]
Minus major complication rate 0.4%) (11 (2.5%)13]}
{number of subjects]
Procedural success tate? - 943% 72.9%
Satisfactory puncture site healing 0.3971
{Day 30y
Yes 240 (98.83%) 115 (96.§%)
No 3{1.2%) 3(2.5%)
Device failure 4 1.0000
Yes 2 (0.8%) 0 (0.0%)
No 241 (99.2%) 119 (100:0%)
Operator eror 0.1008
I Yes 7 2.9%) 0 (0.0%) -
I No 236 (97.1%) 119.(100:0%)
¥ p-value based on Fisher's exact test comparing randomized EVS and MC subjects.
*The procedural success rate was defined as the percentage of subjects in the ITT population achicving
hemostasis within 20 minutes minus the percentage with any major coraplications.
E12
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Table 6: ACT level prior to Sheath Removal TT Populution)

Randomized | Randomized | Pandomimd | Randootmd | Readamimed | Rendomized
BV MC n3 MC - Bve MC
Diagoostie | Disgnostic | Interventions! | Interventionst’
=243) =18} (9=325) =63) (N-118} QI=56)
ACT leval (aeconds)
pricy to shegth
ratmaval
N 241 s 13 6 118 54
Meun (D) 182.7(6583) | M42B(40 | 130430 | 187050 | BoAEr®) | 181D
Medinn 1™ 1840 1290 1830 me 1620
Min-Max Raog e 630~ 4270 | 20-I80 | B0~3110] 420-1800 | &0-4270 | 100-2290

Bofors the study, 45.4% of EVS™ patients (120/243) received anti-cosgulant therspy, versus 39.5% of
manitel compression patients (47/119), while during ths study 93.4% (227/243) of EVE™ gatients
received anfi-coagnlant therapy, compared to 90.8% of manual compreasion patients (108/119).

In addition to a differeneo between the treatment groupd in the persontages of randomized patients who
received antl-coagulant therapy, there was a nofable so fnmean ACT levels of the time the
provedural sheath was emaved. Randomized EVS™ paticats had a mean ACT at sheath removal of.
182.7 seconis vompared to 142.8 seconds for the manual compression group. For randomized subjects
undergoing intervettional procedures, the diffsroncs was more dramatic: interventional randomized
EVE™ subjects hud & mean ACT levol of 230.4 sedonds priorto sheath remaoval as corapared to 161.4
seconds for MC aubjects. ACT lovels wers higher st the time of sheath removel for EVS™ patients
becauss the MC patients had delaysd sheath retnoval while waiting for ACT levelx 1o drop to clmically
aafe lovels.
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ANGIOLINK EVS*™ VASCULAR CLOSURE SYSTEM INSERTION PROCEDURE

The EVS™ Vazcular Closure System is to be used only by a licensed physician or other healthcare
professional suthorized by, orunder the direction of guch physician possessing sdequate instruction in
the uge of the devics. '

Obgerve sterilo technigho at alltimes when using the EVS™ Vascular Clogurs System.

Foflow physician orders regarding patient smbulation and discharge.

Repuncture at tle gito canbe parfornied imme diately after initinf sepuix, ifso indicated.

1. - Use asyrigge to flush the blood marking hole with intravenous compatible fluid.
f'\\
Syringe S \\
— 50
. o e Ji
e 7 \)
Ditator b
\-. ' ,,’\ i ]‘
\ /{
. S~
[}
[
4
1 Create a skin nick to reduce friction at the skin level. Orient the introducer assembly so that the

NUMBER. 1 on the device is facing upward.

While reating the right band on the patient's thigh, track slowly over 2 038 ur smaller guids wine
using a low angle of spproach. Gentle twisting as you track down Kelps achieve pulsatife blood
marking. Avoid excessive forward pressure,

When blood marking is first aclieved, the device may not be at its optimal location; depending on
the patient’s anatory, the davice may be pushed back slightly when forward pressure is released,
causing aptimal location to be lost. :

Gently twist and advance ths introducer until blood marking is achisved and releese forward
prezgure, Ifbloadmarking fs last or diminizhed upon veleaging forward presgure, gently advance

the intraduver forward again until blood masking is re-achieved. Repeat tlis pravess until blcod
marking is mainfained upon releasing forward pressure on the devige.
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When pulsitiie blaod marking has bean schivved and mointained, liold the tntroducer stable with
maderats forward pressure, & b 4

Do not allow the introducer to move forwasd or backward from this Incution until vessel
utabilizers are fully retracted (step 6).

E1S
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5. . Whils maintaining the Jocation of the introducer with moderate foarwand peessure, use your Jeft
hand to advanpe the NUMBER 2 slido forward completely, until an sudible click is heard. Ranove
};t;hmdd ﬁgt:d;hn devics allowing the now exposed number 3 lsver to spring back from the
aducer . )

® If the lever marked NUMBER 4 docs not retract fully to thie greon indicator, genity advance it
proximal to tire dovice wntil green ix the onty color visible.

6. Maintain the introducer position while you switch control of the device from your right hand to
your left hand. Hold tha coflar of ths introduocer as ilhastrated below.
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7. Maintain the intreducer position. Remove the componant marksd with o NUMBER 3 along with
the guidowire.

Hthe NUMBER 3 component cannaot be rersoved, keep the puldewire in place. Firmly poll
on the NUMBER 1 lever until a solld green block is dearly visibile on the NUMBER 4
Indicator: Resuove the device and exercise ane of ihe following options:

1. Track a new device over the wire and deploy as desexibed in stepe 1-7.Go tostep 8.

2. Use conventional compression methods to achieve hemastasis.
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9. mﬁm stapler into the imroducer antif an audible click confirms that the two components are
o0 '

10. Raize the angle of the device to approxinsately 45 degrees or until repigtancs is folt from the
swrronnding tissue/skin, Squeezo the trigger completely. Ensizre that you see green on the
NUMBER 4 indivator, signifying it it safe to rentove the enlire wais,

1 green is not secn on the NUMBER 4 ludicator, enguge thet the trigger is fully activated, and
? push the NUMBER 4 lever distel to the instrunent until greots is fully visible.

Remove the device and discard.

Hold the groin for 2 minutes to ensure hemoztasis has been achieved, and to control vozing
from the subvatanecus tract. -
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STORAGE, PACKAGING AND DISPOSAL

The BEVS ™ Vascular Closure System containg materials that arc degraded by heat 2nd moisture; therefore, the
device must not be: re-sterilized, snd should not be stored at temperatures sbove 54° Celsius (130°F).

Sterile in unopened and undamaged packap:
Dispote of the i d device, p , and/or pack Is using dard bospital
proced and uni fly pted practices faor blo-b dous wastes.

PRODUCT INFORMATION DISCLOSURE

Angiotink Corporation(‘ fofink]} has ised bic core in the £ of this device. Angialiok
¥ rheth d ar inplicd by tion of law or otherwise, including, but not

tanited !0 uny licd ies of h ‘ﬂl!y o ﬁtnas since handlmg and storage of this dcv:ee a5

well as factors uhxmg to the patieat, the di dures, and other

Augiolink's control directly affect this dzvcce and the resuits obained fram its use. Augiolink shail not be

liable for any incidenta ot 3 ss. dnensge, or expense, directly or indirectly arising from the use

of this device. Angiolink neither .nymwpersnnmasswuzﬁ}rlt,myoﬁxuw

additional hnb)my or responsibility i conuu:uon with this device. Angiolink assures no lisbitity for device
use outside of appraved Jabelipp,

The BVS ™ Vascular Closure System is a Trad k of A piolink Corporation (T MA D278 USA).

This product and itz use is protected by US Patent Nos. 6,322,580, 6,348,064, 6,506,210, 6,533,762,
4,973,493, 4,979,959, 5,002,582, 5,261,992, 5,512,329, 5,714,360, and other pateat(s) pending.
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angiloLINK EC |REP|

125 Joha Hancock Road

"faunton, MA 02780 = USA MDCI .Ltd., Agrundel House o‘ 23
Tel: 508-840-0910 » Faxe 508-880-0768 1 Livespool Gardens
wursangialink.com Worthing, Bni1 18L » UK

2004 Angiolink Corporation, all rights reserved.
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